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DETAILED ACTION 

1. Currently, claims 1-2, 5-7, 9-12, and 21-25 are pending in the instant application. The 
following rejections are newly applied. They constitute the complete set being presently applied 
to the instant Application. This action is NON-FINAL. 

2. The declaration filed on May 23, 2005 under 37 CFR 1.131 is sufficient to overcome the 
Grenier et al reference. 

3. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

New Grounds of Rejection 
Claim Rejections - 35 USC § 103 

4. Claims 1-2, 5-7, 9-12, and 21-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Chee (Chee et al; US Pregrant Publication 2002/0132221) in view of Collins. 

With regard to claims 1 , 2 and 7, Chee teaches a method involving decoding an array 
composition comprising providing an array (instant claim 12) which contains populations of 
microspheres or beads (coded test unit, coded substrate) which each comprise at least a first and 
a second subpopulation comprising a bioactive agent and an identifier binding ligand (coding 
oligonucleotide) which binds to a decoder binding ligand (decoding oligonucleotide), and adding 
the decoder binding ligand to the array to identify the location of the bioactive agents (see para 
0014-0018). Chee teaches that the bioactive agent (instant claim 9) and binding ligands can be 
nucleic acids (para 0039) which are particularly preferred (para 0040). With regard to instant 
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claim 21, Chee teaches that the bioactive agent can also be a protein (para 0042). Chee teaches 
that decoding occurs through the use of the decoding binding ligands that are added during the 
decoding step wherein the decoding binding ligand (DBL) bind either to a distinct identifier 
binding ligand (IBL) that is placed on the beads or to the bioactive agent itself (para 0023). Chee 
teaches that the array can contain only a single bead for each bioactive agent (plurality of coded 
test units, plurality of coded substrates), or a plurality of beads of each type (plurality of coded 
test units, plurality of coded substrates) (para 0035) and teaches the use of a library of bioactive 
agents (para 0045). Chee teaches that preferably the IBL - identifier probe and DBL-decoder 
probe, are nucleic acids and that the probes should be specific so as to distinguish different DBL- 

* 

DBL pairs (para 0069). Chee teaches that each subpopulation of beads comprises a plurality of 
different IBLs and that by using different IBLs to encode each bioactive agent, the number of 
possible unique codes for each agent is increased (para 0074, instant claim 24). Chee teaches 
that the DBL can carry a label such as a flourophore (para 0068), and are preferably directly or 
indirectly labeled (para 0101) such that the identification of the location of individual beads (or 
subpopulation of beads) is carried out in the presence of the IBL (para 0102-0104, "decoding 
oligonucleotide produces a detectable hybridization signal sufficient to distinguish the coded test 
unit from the plurality of coded test units"). Chee teaches that attachment of the nucleic acids to 
the beads can be covalent (claims 6 and 23; para 0051). Chee teaches that the bioactive agent 
and EBL can be different nucleic acids which are each independently linked to the bead (claims 
1 1 and 25; para 0014, 0021). With regard to claim 10, Chee teaches that alternatively, the test 
moiety and coding oligonucleotide can be a single polynucleotide (para 0071), in such case the 
test moiety and the coding oligonucleotide can be considered to be covalently linked (claim 22). 
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With regard to claims 1 and 5, although Chee teaches the use of isoguanine, isocytosine, 
Xanthanine, and hypoxanthanine (para 0047) as nucleic acid analogs, and suggests the use of 
such in the nucleic acids and probes of the invention taught by Chee, Chee does not specifically 
teach the use of such orthogonal nucleobases in the decoding binding ligand. Chee, however, 
does teach that the DBL-IBL nucleic acid pairs should be specific (para 0100). Collins teaches 
that orthogonal nucleobases such as iso-G, iso-C, or K, can be used to reduce nonspecific 
binding and non specific hybridization in hybridization assays (col. 15, lines 1-21). Collins 
teaches that such can be applied to the use of probes on solid supports (col. 15, lines 30-33). 
Collins teaches that using such non natural nucleobases adds to the diversity of a library of 
possible sequences and enables the design of universal sequences that are as noninteracting as 
possible among themselves (col. 25, lines 35-45). Collins specifically teaches and demonstrates 
the use of such nucleobases in methods involving the reduction of non specific hybridization for 
the detection of target polynucleotides of interest. Therefore, it would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made to improve the 
DBL-IBL nucleic acids of Chee with the use of orthogonal nucleobases, such as iso-G, iso-C, X, 
H, or K, as suggested by Chee and specifically taught by Collins, for the purpose of increasing 
the specificity of the DBL-EBL nucleic acid pairs in the decoding method of Chee. The ordinary 
artisan would have been motivated to provide optimal specificity for the DBL-IBL method of 
Chee because Chee teaches that the DBL-IBL nucleic acid pairs should be specific for each 
other. The ordinary artisan would have been motivated to optimize specificity of the DBL-IBL 
nucleic acid pairs of Chee with orthogonal nucleobases as used by Collins, because Collins 
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specifically teaches that these nucleobases can be used to reduce non specific binding and 
hybridization in nucleic acid hybridization assays. 


Conclusion 

5. No claims are allowable over the cited prior art. 

6. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to examiner Jehanne Sitton whose telephone number is (571) 272- 
0752. The examiner can normally be reached Monday-Thursday from 8:00 AM to 5:00 PM and 
on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Jones, can be reached on (571) 272-0745. The fax phone number for this 
Group is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 
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